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ABSTRACT KEYWORDS:
According to the European Union regulation, some countries have established a pre-market notifi- Consumer protection;
cation system for food supplements while others have not. As this regulation is unfuffilled, a noti-  dietary supplement

fied and marketed food supplement ingredient in one country may be forbidden in another. Even fem;rgmg l”Sk; food safety;

though food supplements shall not be placed on the market if unsafe, some products may still cod supplement;
; e . X ¢ X risk assessment

expose the consumers to risks. The risk is increased by easier access due to worldwide dissemin-

ation fostered by the internet and free movement of goods in the European Union. The Rapid

Alert System for Food and Feed and the Emerging Risks Exchange Network are described. To

date, the European Union legislation does not include a provision to establish a dedicated vigi-

lance system for food supplements (Nutrivigilance). Six European Union countries have neverthe-

less set up national systems, which are presented. The present lack of European Union data

collection harmonization, does not allow easy cooperation between countries. This article advo-

cates for creating a coordinated European Nutrivigilance System to detect and scrutinize adverse

effects of food supplements. This, to help in directing science-based risk assessments and reinforce

the science-based decision of policy makers to improve public health safety.
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1. Food supplements (FSs)
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EU legislation

» No harmonization of :

*FS compositions : no positive or negative lists nor safety limits for most substances, plants, algaes...

Ex: regulatory status of melatonin in Europe (daily doses authorised)

2 mg
1mg France
An ingredient found acceptable in one European Cyprus Latvia
country may even be forbidden in another. S ";?ovenia <S3f0§ﬂa Portugal
pain
@ mg Greece
Despite this, they may be available all across Belgium Italy
Europe owing to the free cross-border movement 0,28 mg Poland
and the internet. Germany
e Denmark
Czech
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EU legislation

> No harmonization of :

*FS compositions : no positive or negative lists nor safety limits for most substances, plants, algaes...

*Pre-marketing obligations : no common pre-market placement rules (20 EU countries established a notification
system)

*Post-marketing surveillance.

» No pre-marketing efficacy studies -> European claim regulation (claims on botanicals placed on hold)

» No pre-marketing safety studies -> the safety of the product is the responsibility of the manufacturer
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Risks related to FSs

Accidental
contamination / Intentional
replacement of adulteration
plant
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Denmark Czech Republic

National Institut of Public Health

Veterinary and Food Administration 37 reports (2015 — 2020)

73 reports (2014 —2020)

Slovenia
National Institut of Public Health
107 reports (2016 - 2019)

France

Anses
4863 reports (2009 - 2019)

Croatia
Institut of Public Health

Portugal 6 reports (End of 2021 — mid 2022)

Ministry of Agriculture
136 reports (2014 — Mid 2020)

Italy
National Institut of Health
1480 reports (2002 — Mid 2020)
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These systems aim to protect consumers by :

E ar|y * In case of serious effect (life-threatening) or near-miss

» Leads to the rapid implementation of management measures (market
Warnlng withdrawal...)

 Help decision makers to implement management measures when
RlS k needed (regulation, usage restriction, labelling obligation, market withdrawal...)

assessment » Published on websites, scientific or general press

e Consumer information
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ANSES Opinion
Request No 2012-5A-0200
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The Director General

Maisons-Alfort, 14 March 2014

OPINION
of the French Agency for Food, Environmental
and Occupational Health & Safety

on the risks associated with the presence in food supplements of p-synephrine or
ingredients obtained from Citrus spp. fruits containing this substance

ANSES underiakes ndependent and pluralisic scentifc expert assessments.

ANSES primariy snsures snvironmentsi, occupations! and food safety a5 well 55 sssessing the potential hesith risks
they may entail.
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these risks as well as the
npemseandmmmﬂc provisions and

conceming requisite

for drafting legislative and statutory implementing risk

(Article L1313-1 of the French Public Heath Code).

Msm#mnammadspumc

This opinion is & transiation of the original Franch version. in the event of any discrepancy or ambiguity the Franch
dated 14 March 2014 shall

On 6 August 2012, ANSES issued an intemal request to conduct the following expert appraisal: Risks
associated with the presance in food supplaments of p-synephrine or ingredients obtained from Citrus spp.
fruits containing this substance.
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fruits. In addition, given the recommendations o take regular physical axercise in order o combat
overweight, some cverweight subjects may combine consumption of these food supplements with physical
exercise.
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Forty reports of adverse effects possily rela
ingredient oblained from Citrus spp. frults that
attention since its nutivigilance scheme was
admissible and contained enough information t
In this context, on & August 2012, ANSES issu
the presence in food supplements of p-syneph

Contonds ists available at Scioncelinect

Regulatory Toxicology and Pharmacology
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Turmeric (Curcuma longa L.)
food supplements and hepatotoxicity:
an integrated evaluation approach

e X
e Valert, Uzn Moretti, Giuscppe Traversatt, Marco Silancs, Paclo Stacchinis
and Concetta Boniglia®
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Abstract Key words
Iniroduction. Turmesic is the commen name for the rhizome of Curcuma lomga L. In | * Curcuma lmga.
the recent years, food supplements containing turmesic have been marketed and widely | * food supplements
used by anincreasiag mumber of consumers Spontancous eports ofsuspected adverse | + svem macions
seactions to food collecied within the - food safety
Methods. An 2d hoc multidi p investigated th o cases of hepato- |+ chemical ansly
toxicity reported to Lhe [talizn ph,mgs\am system associated with the assumption of
tusmeric food supplements with the methodology specifc to pharmacovigilance as well
as for the cvaluation of the qualiy and safety of food supplements.
Results, A clustes of 28 spontaneous reports of acue hepatits. mostly with cholestasis,
associated with nmnrm products were sent to the Italian Phytovigilance system in the
first six manths of 20
In all cases, except one Ih: causality assessmeat was at least pnsssblr The suspected
ucks heavy metals, aflatoins,

pesticides, synthetic dyes po pyrrolizidine alkaloids.
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Similarities :

Online reporting ;

Voluntary based ;

Reporters: healthcare professionals, manufacturers, consumers ;

Under-reporting.
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Reported cases {

—

Insufficiently known systems
Non-mandatory reporting

Health professional is unaware that the patient is

consuming FS (either because the question is not asked
or because the patient does not mention it)

Unreported cases —

FS not suspected by the consumer or health
professional as they are considered "natural”

BfR-BVL Joint Meeting: “Super(?)foods and Supplements — Risky or Healthy?” 13
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Differences :

* no harmonization of the data collection ;

» severity and causality assessment based on different methods.

BfR-BVL Joint Meeting: “Super(?)foods and Supplements — Risky or Healthy?” 14
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International Nutrivigilance network

I

Initiated in 2014 and driven by France

27 European countries + Brazil + Efsa (as an observer)
Aim: exchange of information on nutrivigilance

Monthly newsletter (n°94)

1l
|
=
B

‘ No meetings due to lack of funding

T+ 8

J
y

—
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—
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BfR-BVL Joint Meeting: “Super(?)foods and Supplements — Risky or Healthy?”



REPUBLIQUE 4
FRANGAISE «r
E anses
Frasraid

3. Existing European systems for reporting on FSs safety

Rapid alert system for food and feed (RASFF)

RASFF (1979) is a tool enabling the quick and effective exchange of information between Member States and the
European Commission when risks to human and animal health are detected in the food and feed chain

Category of “dietetic foods, FSs and fortified foods”

Between 2003 and 2016 : only 13 RASFF
notifications of adverse reactions related to this
category

RASFF is not suitable for reporting FSs

‘ adverse effects.
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Figure 2. RASFF notifications from 2017 to 2020 in the ategory of “dietetic foods, FSs and fortified foods” according to the subject [Eurapean Commission 2021¢c).
Besides the notifications reported in the table, subjects with less than five notifications are listed here: high content of nicotindc ackd; high content of sorbic acid;
high content of aloin; high @ntent of hydnoxy-citric acid: high content of iedine high contant of curcumin; and high intake of piperine.
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3. Existing European systems for reporting on FSs safety

Emerging risks exchange network (EREN)

Run by EFSA (2010)

“an emerging risk to human, animal and/or plant health is understood as a risk resulting from a newly identified hazard to which
a significant exposure may occur or from an unexpected new or increased significant exposure and/or susceptibility to a known

hazard”

Between 2016 and 2019 : 8 potentials issues concerning
FSs were evaluated at EREN (6 considered as emerging
issues)

Ex : Briefing note on hepatotoxicity associated with FSs
containing Turmeric (Italy - 2019) -> follow-up unknown

National vigilance systems for FSs
could be a valuable source of
information on emerging risks

(ID0412) Hepatoxicity associated with food supplements containing Turmeric

The Italian System for Phyto- and Nutri-Vigilance received 27 reports of hepatotoxicity associated with ption of in-c P from December
2018 to June 2019, The concomitant use of drugs (mestly NSAIDs) was reported for 10/27, excluded for 7/27, the information was mlﬁlng for 10/27. Some of the
concomitant drugs are known or suspected to be hepatotoxic. Amongst the 10 cases with curcumin-drug assoclation intake there were 2 cases of reperted concomitant
consumption of other supplemeants (not containing curcumin). The products invelved were identifiad in 26/27 casas (one remained unidentified). The duration of use
ranged from 8 days to 8 months (median 2 months). The reported hepatotoxicity was associated with a variety of products, in most cases having a high content of
curcumin (50-1500 mg turmeric extract with 75-85% curcumin) often associated with other substances such as piperine (2.5-80 mg black pepper extract with 85% piperin)
or in formulations that can increase absorption. The age of the cases ranged from 29 to 71 (median 55), 24/27 were females, 3/27 males. All but one were hospitalized
with a diagnesis of acute hepatits, most cases with cholestasis. In one case the hepatitis was diagnosed occasionally during a checkup. The declared reasens for using
burmeric/eurcumin supplements were weight loss, articular pain and ostecporosis. Some cases reported generic mobivations like tion and
antionidation. In 2010, the EFSA Panel an Food Additives and Nutrient Sources added to Food (ANS) re-svaluated curcumin (E 100) as a food addlme The ANS Pansl
established for curcumin an Acceptable Daily Intake (ADI) of 3 mg/kg body weight (bw)/day. Its exposure assessment was refined by EFSA in 2014.The intake of curcumin
varied widely, in some cases also below the ADI of 3 ma/kg bw/day. However, the ADI is referred to life-long intake as a toxicological threshold, therefore, not to be used
as a reference for toxic potential of short-term consumption of amounts above the ADL EMA in its "Assessment report on Curcuma longa L., rhizome -
EMAHMPC/325745/2017" adopts the following waming related to the potential effect on bile secretion "Due to the nature of the potential effect on bile secretion it is not
recommended to use C. longa preparations in case of obstruction of the bile duct, cholangitis, liver disease, gallstones and any other biliary diseases

Author | Classification™ | New | New New/ New/ dations of the ging risk knowledg
driver' | hazard
Increasad suscaptible
exposure’™ | group'®
EREN-ITALY | Chemical Y N Y Y EREN recommendations
hazard - New EFSA/BVL to consider a presentation for the 2020 workshop on Super foods in Berlin
consumer on ging risks in food I
| trends
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How to harmonize nutrivigilance systems in Europe ?

Harmonization of :
- nutrivigilance requirements in European countries;
- data collection;

- severity and causality assessment methods.

‘ Will allow to have a common understanding and to facilitate exchanges of information

Common and centralized database ?
(ex: Eudravigilance for medicinal products)

BfR-BVL Joint Meeting: “Super(?)foods and Supplements — Risky or Healthy?” 20
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Increase
reports
number

What is expected from a
European harmonized
nutrivigilance system?

Early risk

detection Strengthen

health risk
assessment

Improve
Public Health
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Final objective:
to improve public health by helping decision makers to implement
management measures when needed and to set/adjust legal
requirements at the European or country levels

A European harmonized nutrivigilance system will allow to achieve
this objective more quickly and efficiently with less duplication of
risk assessment

BfR-BVL Joint Meeting: “Super(?)foods and Supplements — Risky or Healthy?” 22
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Thank you for your attention

gwenn.vovanregnault@anses.fr
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